BACKGROUND
Based on American Society for Reproductive Medicine (ASRM) and Society for Assisted Reproductive Technology (SART) data available through 2014, ASRM's guidance for the limits to the number of embryos to be transferred in in vitro fertilization (IVF) cycles has been revised in an effort to promote singleton gestation and reduce the number of multiple pregnancies.
High-order multiple pregnancy (three or more fetuses in one pregnancy) has diminished in frequency in recent years, but is still an outcome of assisted reproductive technology (ART) that is undesirable. Multiple gestations lead to an increased risk of complications in both the fetuses and the mothers (1-3). Even twin gestations have significant additional morbidity compared to singletons (3) . Ideally, the goal of ART is to achieve a singleton gestation (4) (5) (6) . Almost half of all multiple gestations resulting from ART in the United States occur in women who were younger than 35 years old when two fresh or frozen blastocysts were transferred (7). Among reported cycles to SART in 2014, 23% of the women under 38 years of age who had a successful IVF cycle had a twin gestation (8) .
Respect for a patient's autonomy to choose placement of more than one embryo requires a full discussion of available, ethical, medically sound options, ensuring that a patient is able to make a fully informed, non-coerced decision from among those choices. Elective placement of multiple embryos is influenced by financial consideration. Studies have shown that insurance coverage for IVF is associated with the transfer of fewer embryos and with significantly lower rates of high-order multiple birth (9) . Financial pressures may be a coercive tipping point in favor of multiple embryo transfer. In contrast, if patients are informed of risks inherent in twin or high-order pregnancy with these financial pressures removed or at least alleviated, most patients would opt to maximize their chance of a singleton, safe pregnancy, and birth (10) .
Although multifetal pregnancy reduction can be performed to reduce fetal number, the procedure may result in the loss of all fetuses, does not completely eliminate the risks associated with multiple pregnancy, and may have adverse psychological consequences (11) . Moreover, multifetal pregnancy reduction is not an acceptable option for many women.
RECOMMENDATIONS
In an effort to promote singleton gestations, reduce twin gestation, and eliminate high-order multiple gestations, ASRM and SART have developed the following guidelines to assist ART programs and patients in determining the appropriate limit to the number of cleavage-stage embryos or blastocysts to transfer. National data from 2013 demonstrate that clinics that perform higher rates of elective single-embryo transfer (eSET) in women aged <38 years have decreased rates of multiple gestation, with no significant impact on cumulative live-birth rates (12) . Preimplantation genetic screening may also be a tool to reduce the rate of multiple gestations. In women 42 years or younger, transferring a single euploid blastocyst resulted in pregnancy rates similar to transferring two untested blastocysts while dramatically reducing the risk of twins (13) . Strict limitations on the number of embryos transferred, as required by law in some countries, do not allow treatment plans to be individualized after careful consideration of each patient's own unique circumstances. Therefore, transferring a fewer or greater number of embryos than the limits recommended by these criteria within reason may be rarely justified, with documentation of justification for greater number of embryos recorded in the medical record according to individual clinical conditions, including patient age, parity, medical conditions, embryo quality, the opportunity for cryopreservation, and clinical experience with newer techniques.
Individual programs are encouraged to generate and use their own data regarding patient characteristics and the number of embryos to be transferred with the goal of maintaining pregnancy rates and minimizing multiple gestations. For example, if a program notes a particularly high implantation rate for cleavage-stage embryos among their patients aged 41-42, they should adjust their clinic-specific range downward for number of embryos to transfer. Accordingly, programs should monitor their results continually and consider decreasing the number of embryos transferred to minimize undesirable outcomes. Conversely, use of a clinic's own data cannot be used to routinely exceed the recommended limits. Programs that have a multiple pregnancy rate that is well above average for all SART-reporting clinics may be audited by SART, and persistent non-compliance may result in expulsion from SART.
Apart from young age, the following characteristics have been associated with a favorable prognosis: 1) expectation of one or more high-quality embryos available for cryopreservation; 2) euploid embryos; and 3) previous live birth after an IVF cycle. Additional favorable criteria for frozen embryo transfer (FET) cycles includes the availability of vitrified, high-quality, day-5, or day-6 blastocysts for transfer (14) . The number of embryos transferred should be agreed upon by the physician and the treated patient(s), informed consent documents completed, and the information recorded in the clinical record. In the absence of data generated by the individual program, and based on data generated by all clinics providing ART services, the following guidelines are recommended for upper limits ( 1. In each of the above age groups, patients who do not meet criteria for a favorable prognosis may have an additional embryo transferred according to individual circumstances ( Table 1 ). The patient must be counseled regarding the additional risk of twin or higher-order multiple pregnancy. 2. If otherwise favorable patients fail to conceive after multiple cycles with high-quality embryo(s) transferred, physicians and patients may consider proceeding with an additional embryo to be transferred. 3. Patients with a co-existing medical condition for which a multiple pregnancy may increase the risk of significant morbidity should not have more than one embryo transferred. 4. In the rare cases where the number of embryos or blastocysts transferred exceeds recommended limits, both the counseling and the justification must be documented in the patient's permanent medical record. 5. In women R43 years of age, there are insufficient data to recommend a limit on the number of embryos to transfer when the patient uses her own oocytes. Caution should be exercised as the risk associated with multiple pregnancy increases dramatically with advancing maternal age. C. In donor-oocyte cycles, the age of the donor should be used to determine the appropriate number of embryos to transfer. For example, when the donor is <35 years of age and other favorable criteria exist, single-embryo transfer should be planned. D. In frozen-embryo transfer cycles, favorable characteristics should be based on the age of the woman when the 
